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(54)Title: MONOCLONAL ANTIBODY INDUCING APOPTOSIS 



(57) Abstract 

A monoclonal antibody which is an antibody specifically recognizing human 
integrin associated proteins and is an antigen inducing the apoptosis of nucleated blood 
cells having the human integrin associated proteins. Therefore, it is useful as an antibody, 
which specifically recognizes the human integrin associated proteins, in discriminating 
and identifying these proteins. Owing to the effect of inducing the apoptosis of nucleated 
blood cells, the above antibody is also usable as remedies, etc. in the fields of, for 
example, treating myelocytic leukemia and lymphatic leukemia. 
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10 fSffllT&o 

fy IB B M A P — 1 ffiffctFMM'T Z> inM toi ^ Tf&lhl' WMftMZu 
— — >^ (Direct Expression Cloning) tiDs "7 
WIntegrin Associated Protein (y^^IA 
P) (Genbank N Accession NumberZ25524) 

15 SutWlfeo 

££>i3 N itufBBMAP- lmfoCDimZs ~?t>7* I AP^Ife^iAbfeffi^ 

katttC, ft&fccfc ^-^X I APjUE^aSAU v^xIAP^^iBt" 
I>1K (Recombinant Jurkat Cell) £ftSIU B 
20 MAP - liKfoCD^m^^X I AP^m»i3^-rSf^ffl&MTS^ e k^>'n 
— 9->f h^< h U-t«tSDNAWfmb©tftmK:«k?)tfti>fb}fe (^HI¥9 — 6 7 4 
9 9) o 

£s_t<D£nM.fc^"3§\ th©Integr in Associated P 
r o t e in (WTb h I AP bTZ> ; J. Cell Biol., 123, 
25 485-496, 1 9 9 3C7^ J IftlBfll* «fctflfi3£E#Jfci:!Btt ; J o u r n a 
1 of Cell Science, 10 8s 3 4 1 9-3 4 2 5, 1 9 9 
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5) ^mmt-r^^y zu—±)\swm±, m%mm%m%T zmmfammm (# 

§\ ^^§HJ3#fiU fchlntegrin Associated Protei 

Tt£t>-t>, *^PJ3iix hhOIntegrin Associated P 
rotein (thIAP) (#SI^M^J;^U >;1 

omfrs mz& s mu^y ^u-i-^m^-^m^^^^^y^) v*$t#rr 
io sc^^g^^-rs^cD-e^^o 

£> Integrin Associated Protein 
tbtll >^U XDaV/8 3 ©^iKzfg^rb a V/? 3 F (L 

15 igand) T^I>lfFD^^f> (Vitronectin) iKDlgi^^ 
-T-SfNffl (J. Cell. Biol. , 123, 485-496 (1993)), 

$?^^MWJS^©^*(-P^bi&m^jS{3C a*+©^A£S§#ir§ff;ffl (J . 

Biol. Chem. , 268, 19931-19934 ( 1 9 9 3) ) x 
^W4"iMf^4IItl.c:^S^t^^^tLt^l.^ (P r 
20 oc. Natl. Acad. Sci. USA, 92, 3978-3982 (19 
9 5) ) x W^«»^30V^T©T^h-S/X^3M-r^^ti(i;IBS^nTt^^ 

-f&fc>t>s ^WI^S^^D-t^iiftlt thlntegrin As 
sociated Protei n^^^^^ia-rS^Tfe^o ^oT, t 
25 hlntegrin Associated Protein©m 
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££t^ ^i&fflCD^EJ >7U— ±)\siKm±. thlntegrin Assoc 
iated Protei n^ttSISIiifi (#flt^JfflflS33<fctf U >^ 

- (apoptosis) bl±, i^n7^>DNAj(p*7^l/tV-AffMi 

ell, 66, 233-243, 1 9 9 1). ffi CD43 tfifo (Blood, 86, 
10 502-511, 1 9 9 5) N Jn;HLA Classlal Domain (B 

lood, 90, 726-735, 1997) #ifam£i s & *mMM%&, 
Integrin Associated Protei n^MMT Z>tfiVfi$M 

Ts ^^mi^Z^y ^H/t^teu Integrin Associat 

15 ed Protein %m^mzmm^mt£#ifa-e& ^ Integri 
n Associated P r o t e i n^tt^tiiiiH (fi« 
jScfctP; W^Jfc) >x£f^t- ^t©^ >7U—± 

JltfLfa £ MS -T £ & © b T 5£i8 £ tl & o 

£ D !¥ b < tt> ^^BJteu Integrin Associated Pro 
t e in (I AP) ^^tl»*Wf»t:^h-^X (apoptosi 

25 s) ^n— ^-;vin;#^tl#t-f§^©-eafe§o 

£ <d (3 N ^^B^&n Integrin Associated Protei 
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S4(is &&v^*T?®^fM£^TE-C&5o £{ll©t:— ^ti, Inta 
c t L 1 2 1 0« o *l±t h IAP^«tfeL 1 2 1 0«B 

25 dh^^-To 
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6 



WO 99/12973 



PCT/JP98/04118 



ei i 3aj±> km— i o 2 tRL—6 ommt(D±£mmm-e(D~r# b—>X 
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(Ms M' ) s ^I^ftW^^IgG (|ffp°p) (1) N 7D2- 
E3 (2). 11C8 (3), m^m^-n^^T, IgG (JUffi) (4) x 7D 
15 2-E3 (5) , 1 1C8 (6) £^lTo 

il 5(1 HL-6 0«ffll\ CD 4 7 ©|gljl£7 n-^ h V- 

11611 JurkatlMK CD 4 7«D«7D- h U 
- £ £ D i?#r b £ IS III £ ^ "T o 
20 11711 tMAP %mfc?mA bfc L 1 2 1 0 |fflj§& ( L 1 2 1 0 - h I 

ap) ^ffli^ (7 2mmj >^i^-^>3>) r* h-^i^^^-r^ 

hD-;^Uts ml gG (1 0/ig/ml) ©MJH^-To 
Ell 8(1 t h I AP£j*lK^»Ab£L 1 2 1 0«£ffll>£ ( 7 28^ 
>ar^^— >) N MABL-1 (10/^ g/m 1 ) 07*' h-^^lfeft 
25 ffl&^tc 

Ell 9(1 t h I A P SIls^iAbfeL 1 2 1 0«£ffll^c (7 2B3f?g 
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4 >df-j.^— i> 3 » s MABL-2 (1 O/zg/ml) OT^h — S/^jgjBf^ 

0 2 Okb JurkatlKffll^c (4 >^o.^— >a>) s T 
'^Y—^^mM^m^i-fc^CD^yhti—Jlt^X, mlgG (10/zg/m 
1) ©M^^-To 

H2 1^ JurkatiK^fe (4 8Kf^>^^>a» N M 
ABL-1 (10/zg/ml) ©7#h— S^&jgflsffl&^o 

EI 2 2fcb JurkatlKK (4 8H3lffl>f >^r s >) N M 

ABL-2 (10^g/ml) CDT# h — ^^M^ffl^-To 

HI 2 3 &> t M A P ^jtfs^A bfc L 1 2 1 0 « ( L 1 2 1 0 - h I 
AP) £ffl^fc ( 7 2B#fig>f ^>3 >) Ttf h—>XMMftm&mTfc 

®>(Dziy hP— JVhbt^ mlgG (10^g/ml) ©MIHS^-To 

02 411 F aMbbfeMABL - 2 ( 1 O/zg/ml) lz-D^Xs t M 
AP£jIfK^a$Ab£L 1 2 1 0«^*hr&r*° h-^^^fM^^-To 

EI 2 5kb Fab>fbbfeMABL-2iA#:cDSDS«m^lb^K^^-ro 
EI 2 6lt MABL-2 tfflf bfe^t4$iP^^If CIS bfe C ^ 

EI 2 7 kb 5 (2)lzj3tf %> E LIS AcD^S^-To 

EI28fcb F (ab' ) 2 / fbbfcMABL — 2 Slllf bfc%n ££#1^/^ 
MI^CMS bfe d £ £^-fo 

EI2 9fcb F (ab' ) 2 b£M AB L - 1 tntfk MMAB L - 2irb# 

© s d s«mac»^3St&^-ro 

03 0^ MAB L - 1 ^5 J:^'MAB L - 2 Sit bfef t^^t, jfil^fc 
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§So -r&fc>t>s ^IfiOty^P- ^Hfittfctx #iJx.«\ tHntegri 
n Associated Prote inMWilU ^M^Jl^Mm^ 

^f^inJ^ £: bTs tMntegr in Associated Protei 
n4^-)XW«»L 1 2 1 0«(z|g^^-&fem<^m^ft*fflfla^Mb^ 

io t/©^ ip-Tiisti^^t, mzntzm^mm (/w^y h— v) £^p- 

15 £\ itugB^Mnll^bTyu MIBL 1 2 1 0 m^mx.^«(cPS^-f\ thin 
tegrin Associated Protein (IAP) fffl^Os $ 
&^&nj^b§y©t h I AP£^ffl-r3£fc&MgRlt&-e&Ds HUH3L 12 10 

20 an?&5o 

X. 7^, ^AX^-^^?I&&©^bTi£ffl£ti&o 
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ftm^, -m&O^mzX^), BufBt: Mntegrin As 

sociated Protei n§Mt5L 1 2 1 0&&&£#3^^&lli 

iftfcfciu PBS^a^fec^-easat:*^ ?«bfc*©£s KitJ^l O S 

«J:bTlt ©*fflfl&|5k 0iJ£fcfs P3 (P3X63Ag8. 

6 5 3) CJ. Immuno 1. , 123, 1548 ( 1 9 7 8) h P3-U 

10 1 (Current Topics in Micro— biology an 

d Immunology, 8 1, 1 - 7 ( 1 9 7 8) ) , NS-1 (Eur. 
J. Immuno 1. , 6, 511-519 ( 1 9 7 6) ) , MPC-11 (C 
ell, 8, 405-415 ( 1 9 7 6) ) , Sp2/0-Agl4 (Natu 
re, 276, 269-270 ( 1 9 7 8) 3s FO (J. Immuno 1. M 

15 eth. , 35, 1-21 ( 1 9 8 0) ), S194 CJ. Exp. Med. , 
148, 313-323 ( 1 9 7 8) ) ^ 210 (Nature, 27 

7, 131-133 (1979)] ^tfffaCffiffl^nSo 

BuiB^«fc^^p— ^mmt<DmmM^^ m*. 

It, Kfris^ZJ >e>(Milstein et a 1 . ) (Dlife (Metho 
20 ds Enzyraol. , 7 3, 3-4 6 ( 1 9 8 1) ) mzWVTfto Ztft 

(peg) , -t>^v^;i/x (hvj) m&&.m$tis hc^ mmiz&\)W& 
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TFftfflqTtfeT?* ?K Its WIM^I (FBS) |i©jfliii»*#fflt5ik* 

£rU 7°C@g?£flnMbfcPEG$g?8u 0i*.fc& ¥^?ib 0 0 0- 

6, 0 0Ogg©PEG^ If^ igit^ 3 0 ~ 6 0 % (W/V) ©*§jg-» 

y >J h* - v * ci ft i: ji£rtt©fc £ nf?LI&«0fct£# bTiM£ cDJIfckip £ f# £ 
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Ts ^^>{3(i N hMntegr in Associated Protein 
*«RfSWfc:B3i-rS*)©^a&t)x it tKntegrin Associa 
ted Protei n^ft5tW« (#lfi^«*5ctt>" »J 1C 
10 rtf h — ^*&&jg-rs%©T?*fttfJ:v>o 0%S»rtf-fcl:0!l*.fc& Fab, F (a 
b' ) 2s Fab' iJflf&nSo Sfcfc^ i5lflt©ff»^W>, ^r>> 
> N 7 -f $/ >^©IMtffrfbfc: «fc t) pTtlT** £ o ?# e> nfeWfM" ®^t£ &±H3§^ b 

±§3^ J V u—i-)l#itk&s tMntegrin Associated 
Protei n*S»U h—>^£!§£B-r§#\ |5M$£ I 

20 

tMntegrin Associated Protein 

25 ^ t ^ ^BlOf 7 ^ D - tMntegrin Associ 

ated Protei n^ttStWMSS (fiM^i^'J 

12 



WO 99/12973 



PCT/JP98/04118 



- -r&t>-^ if-mm^; i-)vm>fomm\^xmmm%.mmzT-x v— 
x & 3 i §£b d -r jfijj§t3i tttisfa-r 2, hit, £ ft fe-rs 

TttfStfaMfcfc&^a*. 5 0 0mg/kg©fSHl?&3^£>W£b^o 

mw&%.£tiz>%(Dxi±-&\,^o 
mnm i (^y * p-^^©^) 

(1) M«!Ch&^& 

^mjj^b-^ db A^^x&M(D&sfn.mmmxk~L 1 2 1 omm (atcc 

*fc#-*f CCL-219, J. Natl. Cancer Inst. 10:179 
-192, 1 9 4 9) CtHntegrin Associated Pro 
tein (IAP) %mmM,Lfrmm^%m^xmmmft%i : f o£ Q 

tMAPOlfem HL-6 0I»©mRNA (CLONTECHtt 
SO iDMbfecDNASililbtt h I AP#J^tJ&^IS?'J£^o:7^ 



13 



WO 99/12973 



PCT/JP98/04118 



^fY- • 7*7^-7- 1 Ltd GCAAGCTTATGTGGCCCC 

TGGTAGCG&, 7>ft>^ • 77iY-i:im GCGGCCGCT 
CAGTTATTCCTAGGAGGSfffllfeo ) Sffl^fc PCR Id <fc D b h I 

• -AP*ii*ibfe (EI 1 ) o 
5 I(DPCRlit^D-^>^^-pGEM-T vector 

tcffic^^^flgaJMl 0 9 (^£^#M) Cb7>X7t- ^-^>3 
>U I n s e r t D N A(Oiifi?!l* D N A ->-^ i > ( 3 7 3 A DN 
A sequencer, AB I#M) IzxmWZfe. 3Bg|^* — pCOS Hz 

10 »^^-pCOSllt pEF-BOS (Nucleic Acids 

Research, 18, 5322, 1 9 9 0) 0rU^r^7t^^ bhx 

P — ^>a > • 777$ 1 a^/nt-^-AWNV^-tbt^ffl b 

^^-T-f ^>ilBtl4jt^£^3M,;£'^*-- "C&So C©b h I AP£lfi^5£ 
A,£$BSi^* — &L 1 2 1 OWC DMRIE-C(GIBCO-BRLttM) £ffll>T3t 

15 fcJ-mA LGenet icin (g«S lmg/ml, GIBCO-BRL ftM) £ «fc 9 }g 
JRU it^W#A^nfeL 12 1 0«(iKM^{aD«5:7 

20 £bT3g*Kbfc (1212, 3) 0 uOffl^iiftL 1 2 1 0»(5^tt^ 1 
0 %^m l MiSa.m (FBS, Moregate ftSft) . Iscove^fDulb 
eccoM (IMDM) (GIBCO-BRUil) ^IhbtSfflU 
5%CO^ y^fi^— ^— *T?3 7°C©MJS^T"e^i§#SfTofeo 

Miii:btii l 1 2 1 ommtmm^vx-e$)2>DBA/2 -?t>7, (0 

25 *ft-;VXU^-fi) Lfco JfiMmdtefflbfcb hlntegri 

n Associated Protein (IAP) ^Ife^lAbfeL12 
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l o mi ^4 -yy-c {ffi,m$m#M) 2 0 0//g/mKDig^ 

3 0#>f >=>r^— >s >b,«©tM£lh»£^ v>f h^^>-C^ 
fcift#U PBSCISlfeo 

- d©M£$J 5x10 1 0 B mjf^©P^PB-e 3 HUfEO^x 

L 1 2 1 0 ^fflflS t. ©fp-o t4 tFACS can (^ h > • ydr>V>*±M) 
£J;DfifISb (1214) x rSt4©M&.Si^ffc£-^Ts 4d]@©&^©£ e>£ 5 

b^^ i x i ommm^mm^iz^^m^^n-Dtco §ms4 a& 
t7 x ^jiia \sxmm&ffim b£o 
( 2 ) mmm^ 

±H3cDv<>^^^fgmbfeW^W^s MbfeJ3$«§3avAbfe^ IM 

x'lfflJiS^P 3 -U 1 C Current Topics in Micro-b 
iology and Immunology, 8 1, 1 - 7 ( 1 9 7 8) 
3 £s 10%ffiMi (FBS, MoregatetS) ^Mt^IM 

DMtgJteTigiiu mm^mmiu-Dummxmn^ ^©1 x 1 oi@^ 

0 0 (^tf^ftSO iaottg [Clin. Exp. Immunol. , 4 
2, 458-462 ( 1 9 8 0) ~) ^^Mifei^-frfco 

&^t% ^ ^ i o % f b s &&T$m-&mffi,<DMmmffi.M ( b 

M-Condimed HI, ^-'J • T>M Atl) £#tfIMDM 

4>-e3 7°C-eig#bfeo HB^HAT31^gi:teJ;t5±i»J»J^^t? 1 0 %FB 
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mfflk&m^xmm-rzfcto. m&mm(Dmm% io%fbs immmmiz^, 
& mm vmmmw z&tzo 

(3) i; — 

5 ® -^^'J— 

bMntegr in Associated Protin(IAP) ©it 
fe^^fc^Abfc^^MF^H^^ (CF-1W (InJIM^ffl^ 
fetb IAP^ItSL 1 2 1 0«^ft8!i1-S^fflbfer^X^ K <h !b]~~" 
©^X^ F^IfemUfl^Mtttetbfe) £9 6 >>x;v7U- M3 1 

10 xl 0 4 /^i^-£tMbiiMT!J:§#U f©t2%PLP (periodate-lysine-p 
araformaldehyde)(3j: D@^tE L I S Affl^b- h ^fti^bfeo u©71/-h 

fcju i % b s A^^icT^-e i mm ?v v*>w, izm&&&m 
/W7*u f— -^(Dmm±m & 50//i»b^sT lmm^ >**.^— ^3>b^ 0 

TM^^XyT^-^t^^Hfe^^^IgG + A + M (H 
15 + L) (if-f p< v Y#Mk) ^Mb^rMT 1 B#Ffig-r >*ca.^— >U 
S I GMA 104 substrate ?-?#M) ~&WlW^& lmg/ml 
SDb^MT>f >^a^-^>3>U IfctS^v-f i'Pru- h • D-#— (Mode 
1 3550, ;H^7yh*ttl) T^bfeo 
^©^KIs ;W 7*U 2 8 8 0 ^^Mzmm\s^(D\H2 0 8 9 t>^)Mz 

20 ;W K— v©m*.I£fif§Sb 1 8 7 r>^;i/#^#:x^ >J -->^-£l^l4-£&o 

fee i^m^bT&, v^xigGi^, mmmh\,x\±ifi\i hCD4 

Itfifo (:7t-^ >S^>#M) ^^tL^tis 3/zg/ml MJ^T 50/zl»bSS 

-C 1 B#^-f >^rn.^— ->a > bfco 

(2) 

25 -^^U-->^«h«bi(:^D->t^^ ^Eji^^-pCOSl 

©MllEmifeCF - liM»iJ:bT> bhlntegrin A 
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ssociated Protein (IAP) ^Mt^CF - 

TOEL I SA^^t oZtT\ >\-i~7V M AP§ 

5 ;W30^TI#ffi#lI® ^nfco ^f,©o^ 7 D 2 # £t>* 1 1 C 8 £ft*Mh 
It, t h I AP^©#^lft*££r£EL I S Ac»i^-£iU t^bfco 
(^1) /W^U K-^J§a±m©t h IAPt^ft^l^OEL I S 
AT©l?ff 



10 


<Raw data> 


PBS 


ahCD47 


7D2 


11C8 








3//g/ml 








CFl-pCOSl 


0.185 


0.160 


0.189 


0.149 




CFl-hIAP-55-8 


0.192 


0.456 


0.568 


0.812 


15 


<Subtracted> 


PBS 


ahCD47 


7D2 


11C8 








3/tg/ml 








Specific binding 


0.007 


0.296 


0.379 


0.663 



20 ® £ ij - - > 

z:^^ ^ U > P-e m& t mfe b tz >7 n - > iz o i^T ^ Jurkatii 
(b h TJjfflflaU vflc) MARH7 7 mm (t h ^D-^M*) 

^ffl^TtiMMUm^^f ofeo JurkatWi5X10 3 /^iJl/T, A 
RH7 7«(ilXl O^/^^^coiffl^-eg 6^i;^-M: 100// 1 TJf 



WO 99/12973 PCT/JP98/041 1 8 

fcb 1 0 %FBS IMDM i%m& <fc tf— ifc* Z U ISteT? feofe^D- 

y (8G2*5J;t>*9 C 5) <Dmm±m &*tl*tl5 £fcfc* 10// 1 foIJlPbfeo 
•fcCDjjglUfciU 11C 8, 7D2-E3 (7D2©^7*-^D-» , 13FK 

- -2 f i 2cd4 * a->^t^Jh b-riiai«i©j»m*ia 5 , 6 £^bfc 0 

5 ( 4 ) j/L^O^tt 

(D 11C8, 7D2-E3, 1 3 F 1 , 2F12 CDigHLtiffcoV^ <i A y 

t~&t)*>> tMntegrin Associated Protein 
(I AP) £!gijiir5CF - 1«£ 96 htfllbE L ISA7 

10 v- bz^mv ±m(Dt%m±m% souimuvs ^m^hx^-zi^T^^y-t 

777^- tf-e^^;i/bfeirc^^x I gGJa#: (if y K*tS0 &J;mn;v«> 
Mfehtzo ^<Dm$k, 11C8, 7D 2-E 3(il gGt*^^ 13F1, 2F 

15 © _tgB<£>4 70- >©f*l 1 1 C 8 , 7D2-E3ffl27n->C^^T, DN 
ACDmfcik&7V— *M h ^ h 'J — (F AC S c an^7 h > • 5 s y3r>V 
>*±M) TJurkatiR HL-6 01M«lfe o Jurkat 
•£ffl^T& 1 1 C8i5J:t>"7D 2 — E 3K:ovm:, HL— 6 0«£ffl^T 
ttl 1 C8(3^^T^lttfeo 

20 12>)xjKD7 , l/-M^ J u r k a t iWil/H L - 6 0 

4X1 0^/-7x;i//2mlt»»au 7D 2 -E 3 £<fctJU 1 C 8<DiM_ba 
^ 200//l^»b2HF^*^ l^Cftbfeo MIJ:bt(l 8G20M 
±vi^|5l^a«bfeo «§t§#7°l/-h J;D[l]iRb 200xgTlfflJja^^^ h 
§2mlO^70%^^y-;b4'^4 o C-e60^P H 1Ii|^bfeo «£33;hU 

25 lml © PBS -emWik, 0. 5ml©PBStlIibfeo ^©0.5 mlOW 
>7JKlMUt 0.5ml CDRNA s e (Type I -A, Sigma, St. Lo 
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uis, MO, USA, lng/ml in PBS) &tiU%.^ lml © 3 £ 

ft/nh"^^A (PI, Sigma, 100//g/ml in PBS) gitl 

^(Dm^s E17~9, 10-1 lt^tlC, 7 D 2-E 3k&TFi 1 Cf® 
tgHLbrifciU J u r k a t 1 1 C 8 ©±«±vS(iH L - 6 0 fflflSfcfcf b 

® ±12© 1 1 C 8©igiii:?i^OV^ t b#SlligK«l*KM 1 0 2«:7 

Tt£te>~t>s 2>>x;v©Lab-Tek Chamber Slide {i~)^J 
^ y*?-±i/=i±m±m CKM 1 0 2M«Ls ub— c o 
nf 1 u e n t (D^WAz U Z.(D±.\Z 1 x 1 0 6 {@©HL — 6 0»£}Mb^ 
1 B*S«U ^©tif UTl^dtOHL- 6 0«^|^*b|5lB§^JiH3©t§*± 
?it£g|^lJ^-£ 1 0%f&&£olzmuL2 BP^g^bfeo igii^ 1 
Oro^'J^tB^U TUNELt (ApopTag Plus (Onco 
r*±!5D ) mt)7^ h-S/*££fldbT^SHL— 6 OMMUo ^© 

ssn^ ®i2, 13 ic^-ra^ 1 1 c 8 cDt%m±m~e&s »t mapjim 

jSb&ww :/'J F— v^n — >©tS#±vS9 C 5lzSts<Ttf h — zsXlzttiT 
I > £ H L — 6 0 «©imf§fln bT V > £ ^ £ Ztltzo 
( 5 ) tfiikcDMm 

I gG^14tl>7D2-E 3^<tt5 1 1 C8©^D->©«fe ^ 
^S^3^V^rU7;^>^^^a^TbfeB ALB/c/AnNC r j T-^X (d", S 
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m) TfSIKU PBS (^OW^ynftlO T?ai#fUSD S-PAGEia!3A> 
KOfltSfcfr ofeo Ull 4(:^tr^<, ^p d p©y">^ IgG (£^;i4tM) 
%Mm£VXm%faW}%ft 5 £s 7D 2-E 3 43^^1 1 C8©^D->©I g 

±M(DmiMMte#^Xl±, mfttfimt. bt> ituiBt hlntegrin As 
sociated Protein (IAP) %$£MTZ>L 1 2 1 0«£<£ffl 
b£«£r£o^T^bfcfr\ ffecDb h IAP«t§W§^lit MA 

^mWO^S ^P — ^-;i/trL^©}nt: hlntegrin Associate 
d Protein(IAP) »I4-f2.A^ F-7lt DBA^v^ 

xBmmt-?t>x • ^^D-v/ffl«P3-ui^^«^bTf«^tifeifM 

3£BtfW&ffi (S*i«o<(iMlTI lt3^)C, 1 9 9 7^9 P, 1 
1 Bs JrCl AP£tl#: (t^XM^'J K-V 1 1 C8-F8 (11 C8©^^ 
^D-» , MABL - 1 htt^bfc) > ^fE#-^FERM BP 6 1 0 0 N 
irtl APtfifo ( y^x;W K— v 7D2-E3 ( 7 D 2 <W7^ n->) N 
MABL - 2 J:Mbfe) ^ ^fB#^FERM-BP- 6 1 0 1 2: bTSPI^gt 
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mmm2 cmabl-k mabl-2»W7^^) 

±-?f#^n^MAB L- K ^itFMAB L- 2^(0^^^^^^^^ 
lOOng/mUzflMbfeMAB L- U £ ZTfM A B L - 2 tftffc 500 /i 1 £ N 
ISOTYPING KIT(STRATAGENE ttSSQ fcXtf >y h bfe d 3, MAB L - 1 h l g 
Gl, AT-e$>Ds MABL - 2(il gG2 a N h £ & o «, 

mMM3 (tMAPMntFaig*) 

IAP0^^7P-+f-f h 'J--eftlbfeo t M APli 
CD 4 7 £|5]^#;t ?>nTO-5dhfrMBiochem. J., 304, 525-530,1994), 
±fE©^£^?m-ffl^£o iithbtti, JurkatlR HL-60*B1 
K 5 6 21E ARH7 71R Raj ilR CMKIKffi^feo IfflflS 
fciu 2xl0 5 /^>7VVJ:U tn;CD4 7JfLW±»^jeT*5//g/ml-e« 
h-T h zi&Jnft&F I T CJftfibfctriV^X I gGi/tft h 

Gltrtft (1f>M y httSSi) ^^fflbfeo 7D-^h^h'J-©igSit HI 

5 (HL-6 0) 6 (Jurkat) fc^fu ^1"ft©*llflStfc* I A 
POTUi^uJ:^f)iPt*ofeo 

^»J4 (in vitroT07**h->») 
(1) h h I AP£StfE^SAb£:L 1 2 1 OfflM, JurkatiR H L - 

6 omm%m^\ mabl- i^^uuABL-2ifa^(DT^h-iy^mmwm 

Hnnexin-V (^-'J>*-y>;\^ Atl) tc £ D IM^t L o Ann 
ex i n-Vlz£&Mtfr<D^$k%m 17-2 2lZ^ti^tlmhfco ^^m(D& 
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m&mKfflm&mTo tn,m±Mmtvx^^^ i gG * v^tm . ma 

BL - 1WMABL-2S 10/zg/ml U b h I AP£?tl£^$Ab 

fe L 1 2 1 0 IfflJS&TfcJu 4x10 3 M©*^ 7 2 BSRg, Jurkat iMIJIST? fct 
6x1 0 4 f®©«-e4 >3r^- h bfcfl^ Annex in-Vta 

5 Diififeo ^©^m, mi 7-2 2i3^irM^ mm^m^^nr^o k'fe'r 

Hb-60«T&U MABL- 1 £ 1 O/zg/mlt^fflU lxl0 5 lO« 
tAnnex-ViaOSIfU m&tefflMftW&fo ibtifzo 
(2) Fab{bbfeMABL-2»:o^Ts hMAP«?iAbfeL 
1 2 1 0 h-^X»ffl^bfeo -r&^*K t MAP 

10 «?IAbfeL 1 2 1 0»4x 1 0 3 {®Ti£itU F a Mb b£ 

MABL-2^ £ tti t f©^ItbTV^7I gG^l 0 //g/mHf Is 
7 2 B#f^-T h bfel^ Annexin-V«bL -^©MUkt. 

m^^mm^tnm^nrz (023, 12124) 0 MABL-2jnftoFab{b{t 

Vitkltnnjy (b7-x#l!0 TYi-fbbM^bfe^cD^^m^itb^o Fa Mb 
15 bfeMAB b- 2tri#:tI-3^Ttt. ^©S D Sm^MiZcfc h^lfj&bfe (HI 2 

5) o 

ilW 5 ( i n vivo T^OTtf b— ^©IMO 
(1) MALB - 1 :fc <t XfM A b B — 2 (Whole IgG) !<z£Z>m)j 
b h I AP^|gil-r^KPMM2« (b h =• xD-Y«m) SSCIDV') 
20 yUc#teU #ffif£ 1 0 BStMAB b- 1 ^ctr^MAB b- 2 (Whole IgG) 
£^n^n5//g/head N 5 0 /zg/head ( n = 5 ) ^#m^Mrt^U KPM 
M2iI|2 80SWl g GitJS^E b I SAfCT«b£*£^ m^bfe 

ii:«gn^n^o ^ ^^^wmm^-D^x^mvtco ^tom^ mabl- 

1 i5 J;^M AB L - 2 §igbfeiT{t J&^b h I g G^Jg(3^MT(»^^ 

25 mm&&btimmm%jm&7jkvtz (m3 0) 0 ^fc^ira&m^izMSbfc 

(EI2 6) o 
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(2) MALB- 1WMALB-2 (F (ab' ) 2) lZ&Z>m%} 
MALB- l^,tt>*MALB-2^^^^>>^J:»9Ymbb7°D^^ >A£<fc 
DUS^ (t'7Xti) bfeF (ab 5 ) 2£fflV\ Fc^^bfeiWfff 

2*(th>xn-7l») SSCID7>>7«iU F (ab 5 ) 2?b 
bfeMABL- 143«fctrMABL- 2<D 1 0 0 /zg/head tg-^-e&s &mW:6 
BBx 10B@£s 1 0 *3«fct^3 0#g/headi£#ffiN?i±J£-¥&6x 8s 10B 
BKflMjMS-^U Jfil^I gG»S*^3 OBSCELI SACTi^bfe 
(027) o ££tc, 4Mt:^V^*W9 OBSTiltlfco ^©MJH, 
MABL- 1 « iVMAB L - 2 SffiSUfep-C^ Jfa^fc h I gGSftftt"^ 

Ifibfeo^WS (02 8) o F (ab 5 ) 2fbbfeMABL - 1 j/i 

fls aVMABL-2ini#:CDSDS«^lfr^|St*ia2 9 fc^-To 

^^t^O't^ ^ D— ^l/trvffcldu tHntegr in Associate 
d Protein4^(:»Wtl)^ hMntegrin A 
ssociated Protei n4ttStW«B(BIJfil:7* h— ^>X£5I 
^®dt-|n;M-e*-2>o tots hMntegrin Associated 
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1. Integrin Associated Protein (IAP) § 
Wt"£W#JfititeHUISfc3*'l* h— ^ (apoptosis) SUgtSt^^D 

2. Integrin Associated Protein (IAP) 4 
M^&M&MfaMMK.Ti£ h — i/X (apoptosis) ZmfeTZ^y ?v 

4. I APtc^bT I APCDf^ffl^jCM^-fr. W^UfaMM-T^ h— 

mm* 
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ib m m. 

SEQUENCE LISTING 
5 <110>CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120>Monoclonal antibody inducing apoptosis 
<130>CGS98-03PCT 

10 

<160>2 

<210>1 
<211>26 
15 <212>DNA 

<213>Artif icial Sequence 

<220> 

<223>PCR primer 

20 

<400>1 

GCAAGCTTAT GTGGCCCCTG GTAGCG 26 



25 



<210>2 

<211>26 

<212>DNA 
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<213>Artif icial Sequence 
<220> 

5 <230>PCR primer 
<400>2 

GCGGCCGCTC AGTTATTCCT AGGAGG 26 
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